Objectives: Hemodynamic status, cardiac enzymes, and imaging-based risk stratification are frequently used to evaluate a pulmonary embolism (PE). This study investigated the prognostic role of a simplified Pulmonary Embolism Severity Index (sPESI) score and the European Society of Cardiology (ESC) model.
INTRODUCTION
Acute pulmonary embolism (PE) is related to high (4 to 13%) short-term (in-hospital or 30-day) mortality rates. 1, 2 Recent, studies have revealed that PE heralds an increased long-term risk of adverse outcomes after hospital discharge with 1-year mortality rates as high as 25%. [3] [4] [5] [6] Early PE-related mortality is associated with clinical results and underlying disease. 2 As several prognostic models have limitations in daily clinical practice, a few have been recommended for risk stratification in acute PE. [7] [8] [9] [10] [11] The Pulmonary Embolism Severity Index (PESI) is one of the most widely validated prognostic models for 30-day mortality. 9 Studies have demonstrated that this model can identify
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patients with a low mortality risk who may be treated as outpatient. 12, 13 However, the PESI may not be suitable for routine clinical practice in busy emergency or pulmonology departments, as it requires the calculation of a score based on many different variables, and each parameter has a diverse value. Recently, Jimenez et al. 14 proposed a simplified PESI (sPESI). As shown in Table-I, the sPESI contains only seven variables. In a previous study, the sPESI had similar accuracy in predicting short-term mortality in PE patients and offered great ease of use. 14 In the last decade, the presence of shock, persistent arterial hypotension, and signs of acute right ventricular dysfunction (RVD) based on imaging or biomarkers have been used as prognostic indicators of PE. 15 The prognostic model of the European Society of Cardiology (ESC) categorizes patients into high-, intermediate-or low-risk groups based on these findings. 6 The majority of studies have used the sPESI and ESC prognostic model to predict 30-day or 90-day mortality after acute PE. 9, 15 To our knowledge, only one study evaluated the relationship between the sPESI and 6-month mortality. 16 Likewise, a limited number of studies have compared the sPESI and ESC model. 7 The present study assessed the accuracy of the sPESI and ESC prognostic model in predicting short-term (in-hospital) adverse events and shortand long-term mortality in PE patients. In addition, two prognostic models were compared in terms of predict short-and long-term prognosis.
METHODS

Study design:
Prospective baseline data collected from the time of PE diagnosis and outcome data from the same cohort were used to determine the ability of the sPESI and ESC prognostic model to predict in-hospital adverse events (including in-hospital mortality), 6-month and 6-year overall mortality. The sPESI score for each patient was retrospectively calculated based on the criteria shown in Table-I. Patients were classified as low-risk (0 points) or high-risk (1 point).
14 In the ESC prognostic model, high-risk patients were identified by the presence of shock or persistent arterial hypotension; intermediate-risk patients were classified according to the presence of RVD based on echocardiography and/or elevated Cardiac TroponinI (cTnI) levels; and low-risk patients were categorized as those having none of the aforementioned sign and symptoms. 6 Intermediate-and high-risk patients were combined in a single category called the elevated risk group. 7 The proportion of low-risk vs. elevated-risk patients based on the sPESI and ESC model was calculated, in addition to the proportion of patients with in-hospital adverse events (including overall mortality), 6- 
Echocardiography
Examination and cTnI: Transthoracic echocardiography and cTnI testing was performed within the first 24 hour of PE diagnosis in all patients. RVD was confirmed as paradoxical septal motion, hypokinesis of the RV-free wall, and right ventricular dilatation (end-diastolic diameter >30 mm or right-toleft ventricular end-diastolic diameter >1 mm on the apical 4-chamber view), and pulmonary hypertension. 20 In this study, cTnI concentrations of 0.1 ng/mL were an indication of myocardial injury. Study outcomes: The primary outcome used to validate the prediction rules was in-hospital mortality and adverse events after diagnosis of acute symptomatic PE. In-hospital adverse events were >1 of the following: need for thrombolytic treatment, catecholamine support of blood pressure (except for dopamine infused at a rate of 5 g kg -1 min -1 ), endotracheal intubation, cardiopulmonary resuscitation, major bleeding, and symptomatic recurrent venous thromboembolism (VTE). Overall mortality was defined as death from any causes. Bleeding complications were classified as major if they were overt and were either associated with a decrease in hemoglobin level of >2.0 g dL -1 , required a transfusion of 2 unit of blood, or were retroperitoneal or intracranial. Hospital records were used to determine in-hospital mortality and adverse events. Data on overall 6-month and 6-year mortality were obtained from the national death registration system. Treatment: All the patients were treated according to current guidelines.
Statistical analysis:
General characteristics of the patients are presented as mean ±SD for continuous data and n (%) for categorical data. Most continuous variables were dichotomized, and the proportions in each group are described. The analysis used the x 2 or Fisher's exact tests to compare categorical data between groups. Continuous variable were compared with the Kruskal-Wallis test. The McNemar test was used to compare the proportions of patients with adverse events between groups. The accuracy, sensitivity, specificity, positive predictive value (PPV), negative predictive value (NPV), positive likelihood ratio (PLR), and negative likelihood ratio (NLR) of both models were calculated.
RESULTS
Fifty (48%, 24 men) consecutive patients with confirmed diagnosis of acute PE who agreed to participate in the study were enrolled. CT pulmonary angiography was most frequently used to confirm acute PE (n = 34, 68%). Table- Table-III ). In the latter case, the patient died in the hospital as a result of multiple metastatic lung cancer. In addition, there were no in-hospital, 6-month, or 6-year mortality in the sPESI low-risk patient as opposed to 4.8% (1 of 21), 14.3% (3 of 21) and 23.8% (5 of 21), respectively, in the ESC low-risk group. At the other ends of the severity spectrum, the sPESI high-risk patients had slightly higher in-hospital mortality (22.6%) compared with the ESC elevated-risk patients (20.7%; p>0.05). On the other hand, high-risk patients based on the sPESI had higher 6-month and 6-year overall mortality compared with the ESC elevated-risk patients (Table-III) .
As shown in Table- IV, the sPESI had higher sensitivity, a higher NPV, and a lower NLR than the ESC model for predicting in-hospital mortality in the study cohort. When all in-hospital adverse events were considered, the NPV of the sPESI for predicting low risk was 100% compared with 95.2% for the ESC prognostic model. Thus, the sPESI appeared to be more accurate than the ESC model in excluding short-term adverse events, including in-hospital overall mortality, and long-term overall mortality. Interestingly, the specificity, PPV, and PLR of the sPESI were higher than those of the ESC model in predicting 6-month and 6-year overall mortality ( Table-IV) .
DISCUSSION
In the current study, both the sPESI and ESC prognostic model successfully predicted short-and long-term mortality, but short-term adverse events could safely be excluded using the sPESI, without the need for imaging tools or biomarkers such as cTnI.
After diagnosis, the management of patients with PE is extremely important for risk stratification and decision making regarding therapy. In the last Table- IV: The value of the sPESI and ECS for predicting in-hospital adverse events and in-hospital overall mortality, and 6-month and 6-year overall mortality in patients with acute PE.
sPESI ECS model
In 9, 11 to RV function assessment, 21 and plasma determination of B-type natriuretic peptide (BNP) and cTnI. 16, 22, 23 Clinical prognostic models were developed to recognize low-risk patients with PE who may be candidates for outpatient therapy or a shorter hospital stay. 9, 11, 24 Some previous studies reported on the prognostic validity of the sPESI in assessing the severity of the disease according to the patient's co-morbidity and initial clinical findings gathered during the evaluation of PE.
9,14 Of these, the hemodynamic status at admission is the most important prognostic factor in patients with acute PE. In particular, in the subgroup of initially normotensive patients with acute PE, the main focus for fast and accurate risk stratification is on RVD or damage to the myocardium caused by acute pressure overload. 8 Therefore, the ESC guidelines recommended that clinicians use indicators of RVD (echocardiography or BNP) and biomarkers of myocardial damage (cTnI or T) in assessing the severity of PE. 6 In the current study, the sensitivity, NPV, and NLR of the sPESI were superior to those of the ESC prognostic model for both short-and long-term mortality. However, the sensitivity and NPV of the ESC prognostic model in predicting PE-related mortality (in-hospital) were similar to those of the sPESI. A previous study found that the sPESI had higher sensitivity, a higher NPV, and a lower NLR than the ESC model in predicting 30-day mortality. 7 These findings are consistent with the data in our study. However, Ozsu et al. 25 demonstrated similar sensitivity and a similar NPD and PPD for the sPESI and ESC model. In common with the finding of an earlier studies, 6 our results confirm that the ESC model appears to be more suited to recognizing patients at elevated risk of PE-related mortality in the acute period of PE. The sPESI seems to be more suited to identifying patients who are low risk of mortal and non-mortal clinical outcome. As noted in an earlier study, 7 our finding confirmed that the NPV of 100% for early adverse events, including in-hospital, in low-risk categories makes the sPESI very useful for discriminating patients for outpatient treatment. Interestingly, in our study, the specificity, PPV, and PLR of the sPESI were higher than those of the ESC model in predicting 6-month and 6-year overall mortality.
In addition to effectively predicting PE-related short-and long-term mortality and adverse events (such as major hemorrhage), optimum prognostic models should identify patients requiring intensive care and aggressive therapy, such as treatment with thrombolytic agents. Ideal prognostic models should rule out (or forecast), in the shortest possible time, short-and long-term overall mortality and adverse clinical outcomes following discharge, as well as identify those suited to outpatient therapy.
Generally, the ratios of patients categorized by the sPESI as having a low clinical risk were lower than those classified as having a low risk by the ESC model. A significant finding in the present study with regard to decision making in clinical practice is that the sPESI accurately identified low-risk patients who required only short-term hospitalization or who could be managed as outpatients. The superiority of the sPESI to other prognostic models is based on a number of factors., First, it is based on clearly defined and simple clinical data commonly obtained on admission. Second, it takes both the clinical severity of acute PE and the load of concomitant disease into account. Third, it does not require the routine use of costly laboratory tests, such as BNP and cTnI, with potentially lengthy turnaround times, or echocardiography procedures, which require time and experience. Finally, sPESI has advanced prognostic accuracy compared with simple clinical prognostic rules such as shock index. 24 The present study is valuable for a number of reasons. First, to best of our knowledge, this is the first study in the English literature to assess the accuracy of the sPESI and ESC prognostic model in predicting 6-year overall mortality in PE patients. Second, this study demonstrated that the sensitivity and NPV of the sPESI are higher than those of the ESC model in predicting both in-hospital mortality and long-term (6-month and 6-year) mortality. As shown in the Table-IV , this study also demonstrate that the specificity and PPV of the sPESI are higher than those of the ESC model in predicting both 6-month and 6-year overall mortality.
The current study has some limitations. First, the main limitation is the small sample size. Second, we could not determine the exact cause of death in the six years after discharge. Therefore, we evaluated patients only in terms of overall mortality. Finally, although we used prospectively collected clinical data, the sPESI and the ESC were performed retrospectively.
CONCLUSIONS
In conclusion, this study showed that both the sPESI and ESC prognostic model effectively predict short-term and long-term mortality. In particular, www.pjms.com.pk sPESI exhibited better prognostic accuracy than the ESC model in predicting low-risk patients with acute PE, without the need for imaging tools or extra laboratory tests. In addition, this study assessed for the first time the accuracy of the sPESI and ESC prognostic model in predicting 6-month and 6-year mortality in acute symptomatic PE patients. According to the data in this study, the patients identified as low risk with the sPESI can be considered for out-of-hospital treatment.
